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DETAILED ACTION 

1 . Acknowledgement is made of applicants' filing of the instant application as a Request 
for Continued Examination (RCE) under 37 CFR 1.1 1 14. 

2. Acknowledgement is made of applicant's filing of amendment/remarks on 1 1/05/2009. 
By the amendment, claims 12-14, 24 and 25 have been amended and claim 23 has been 
cancelled. Claims 12-15 and 23-28 are currently pending for prosecution on the merits. 

3. Rejections and/or objections not reiterated from previous office actions are hereby 
withdrawn. The following rejections and/or objections are either reiterated or newly applied. 
They constitute the complete set of actions being applied to the instant application. 

Claim Rejections - 35 USC§112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

4. Claims 12-15 and 23-28 are rejected under 35 USC 1 12, first paragraph, because the 
specification while being enabling for treating neuralgia pain or neuropathic pain with a 
combination of retigabine and the specific voltage gated sodium channel inhibitor such as 
tolperisone, does not reasonably provide enablement for the treatment of said condition with a 
combination of retigabine with "a voltage gated sodium channel inhibitor or a therapeutically 
utilizable salt thereof or "riluzole, propafenone,. . ." and/or "eperisone, silperisone and 
tolperisone analogs. . .". The specification does not enable any person skilled in the art to which it 
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pertains, or with which it is most nearly connected, to use the invention commensurate in scope 
with these claims. 

The factors to be considered in determining whether a disclosure meets the enablement 
requirement of 35 U.S.C. 1 12, first paragraph, have been described in In re Wands, 8 USPQ2d 
1400 (Fed. Cir. 1988). Among these factors are: the nature of the invention; the state of the prior 
art; the relative skill of those in the art; the predictability or unpredictability of the art; the 
breadth of the claims; the amount of direction or guidance presented; the presence or absence of 
working examples; and the quantity of experimentation necessary. When the above factors are 
weighed, it is the examiner's position that one skilled in the art could not practice the invention 
without undue experimentation. 

Applicant's argument in Response filed on 1 1/05/2009 asserts that "One skilled in the art, 
aware of the teachings of Galer et al. would not come to the conclusion that 1) any sodium 
blocker would be effective to treat neuropathic pain or 2) that any sodium channel blocker would 
be expected to have an added benefit when used in conjunction with retigabine. ..because 
riluzole has been found to be ineffective for this purpose" (page 5, last paragraph to bridge 
paragraph in page 6). Furthermore, applicant asserts that "two drugs indicated for treatment of 
neuropathic pain renders obvious their combination. . .is not obvious because of the complexity 
of cellular mechanisms, such as the sodium-potassium ATPase pum. . .The interplay and 
distribution of such pumps, in conjuction with voltage-gated sodium and potassium channels 
translates to a level of unpredictability a to whether each drug would have the same 
impact... Thus, one skilled in the art is not instilled with a reasonable expectation of success that 
the drug combination would have synergistic or even simple additive beneficial effects" (page 6, 
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paragraph 3); and "one skilled in the art would not expect lidocaine and tolperisone to 
necessarily behave in a similar manner because while there are some similarities, there are also 
differences" (page 7, last paragraph). 

Given the breadth, the disparate nature of compounds that is presently claimed, the highly 
unpredictable state of the art where many specific differences or different physicochemical 
properties are existed among unrelated structural compounds or even structurally related 
compounds and the limited number of exemplified "voltage-gated sodium channel inhibitor", 
especially in light of the applicant's Remarks, the examiner determines that one of ordinary skill 
in the art would be burdened with undue "painstaking experimentation study" to make/use the 
claimed combination of retigabine and a voltage gated sodium channel inhibitor including 
riluzole, propafenone, lidocaine, flecainide, metixen, eperisone, silperisone and tolperisone 
analogs that would be enabled in this specification (The quantity of experimentation needed to be 
performed by one skilled in the art is yet another factor involved in the determining whether is 
required to make and use the instant invention, "the test is not merely quantitative, since a 
considerable amount of experimentation is permissible, if it is merely routine, or if the 
specification in question provides a reasonable amount of guidance with respect to the direction 
in which the experimentation should proceed." In re Wands . 858 F.2d 737, 8 USPQ2d 1404 
(citing InreAngstadt 537 F.2d 489, 502-04, 190 USPQ 214, 218 (CCPA 1976))). 

The examiner acknowledges that the Office does not require the present of (all) working 
examples to be present in the disclosure of the invention (see MPEP 2164.02). However, given 
the highly unpredictable state of the art as acknowledged by the applicant and furthermore, given 
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that the applicant does not provide sufficient guidance or direction as to how to make and use the 
full scope of the presently claimed invention without undue amount of experimentation, the 
Office would require appropriate disclosure, in the way of scientifically sound reasoning or the 
way of concrete examples, as to why the data shown is a reasonably representative and objective 
showing such that it was commensurate in scope with and, thus, adequately enables, the use of 
the elected species for the full scope of the presently claimed subject matter. Absent such 
evidence or reasoning, applicant has failed to obviate the rejection of the instant claims under 35 
USC 1 12, first paragraph (for the lack of scope of enablement). 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

5. Claims 14-15 and 27-28 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 17 recites "tolperisone analog". The scope of term "tolperisone" encompasses 
"eperisone and silperisone". Applicant's redundancy or repetition of term "tolperisone analog" 
leaves the reader in doubt as to the meaning of the invention to which they refer, thereby 
rendering the definition of the subject-matter of said claims unclear. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 
6. Claims 12-13 and 23-28 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Rundfeldt et al. (US 61 17900) in view of Cai et al. (US 628121 1), and further in view of the 
applicant's admitted prior art of the record (page 1, line 25 through page 4, line 3). 

Rundfeldt teaches the use of retigabine for the treatment of neuropathic pain in an animal, 
wherein said compound is administered in various dosage forms including oral or parenteral 
forms (abstract; column 8, lines 26-37; claims). 
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Cai teaches the use of Na+ channel blocker such as riluzole, lidocaine, propafenone and 
semicarbazone derivatives for the treatment neuropathic pain in mammals including humans (see 
particularly "Related Background Art" in column 1, lines 18-56 and "Summary of Actions"; 
abstract). 

Applicant's admitted prior art of records teaches the use of sodium channel inhibitor or 
tolperisone in normalizing or maintaining muscle tone (spasticity). 

The teaching of Rundfeldt differs from the claimed invention in the combination use of 
retigabine and sodium channel blocker such as lidocaine, propagenone and riluzole. To 
incorporate such teaching into the teaching of Rundfeldt, would have been obvious in view of 
Cai who teaches the use of sodium channel blocker such as riluzol, lidocaine and propagenone 
for the treatment of neuropathic pain. 

Above references in combination make clear that retigabine and sodium channel blocker 
such as lidocaine, propageneone and riluzole have been individually used for the treatment of 
neuropathic pain. It is obvious to combine two compositions each of which is taught by prior art 
to be useful for same purpose; idea of combining them flows logically from their having been 
individually taught in the prior art. The combination of active ingredient with the same character 
is merely the additive effect of each individual component. See In re Kerkhoven, 205 USPQ 
1069 (CCPA 1980). 

With respect to the determination of various dosage forms (e.g., orally, rectally, 
intravenously, transdermally, subcutaneously or intracutaneously) and the current administration 
regimen of two drugs (e.g., simultaneously, separately or consecutively), such determination of 
appropriate dosage forms and administration regiment for treatment involving each of the above 
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mentioned formulations is routinely made by those of ordinary skill in the art and is within the 
ability of tasks routinely performed by them without undue experimentation, especially in light 
of drug delivery information provided in the prior art references. 

With respect to "said neuralgia pain or neuropathic pain is accompanied by an increase in 
muscle tone" in claims 26 and 27, the prior art reference(s) does/do not specifically mention the 
feature of the presence of "an increase in muscle tone" in the prior method. However, one having 
ordinary skill in the art would have expected at the time of the invention was made that such 
feature of the instant invention would have been characteristic of the modified prior art method. 
Especially, considering the state of art knowledge at the time of the invention was made as 
evidenced by the applicant's admission, one having ordinary skill in the would have expected 
that the administration of the instant combination containing sodium channel inhibitor would 
benefit the patient suffering from neuropathic pain accompanying with the increase in muscle 
tone (spasticity). Thus, one would have been motivated to combine these references and make 
the modification because they are drawn to same technical fields (constituted with same 
ingredients and share common utilities), and pertinent to the problem which applicant concerns 
about. MPEP 2141.01(a). 

With respect to "human" application of the instant combination, a person having ordinary 
skill in the art has basis for perceiving those in vivo studies in the cited references as constituting 
recognized screening procedures with clear relevance to utility in humans. 
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Response to Arguments 

7. Applicant's arguments filed 1 1/05/2009 have been fully considered but they are not 
persuasive. 

In response to applicant's argument that there is no suggestion to combine the references, 
the examiner recognizes that obviousness can only be established by combining or modifying the 
teachings of the prior art to produce the claimed invention where there is some teaching, 
suggestion, or motivation to do so found either in the references themselves or in the knowledge 
generally available to one of ordinary skill in the art. See In re Fine, 837 F.2d 1071, 5 
USPQ2d 1596 (Fed. Cir. 1988) and/« re Jones, 958 F.2d 347, 21 USPQ2d 1941 (Fed. Cir. 
1992). In this case, again, the prior art references in combination (Rundfelt and Cai) make clear 
that retigabine and sodium channel blocker such as lidocaine, propageneone and riluzole have 
been individually used for the treatment of neuropathic pain. It is obvious to combine two 
compositions each of which is taught by prior art to be useful for same purpose; idea of 
combining them flows logically from their having been individually taught in the prior art. The 
combination of active ingredient with the same character is merely the additive effect of each 
individual component. See In re Kerkhoven, 205 USPQ 1069 (CCPA 1980). Thus, in absence of 
superior or unexpected results of the combination (generally by showing data or result that the 
claimed combination achieves unexpected or superior results), the examiner maintains the 
rejection of the record. 



Conclusion 



8. 



No claim is allowed. 
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9. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Brian Kwon whose telephone number is (5 7 1 ) 272-05 8 1 . The 
examiner can normally be reached Tuesday through Friday from 9:00 am to 7:00pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel, can be reached on (571) 272-0718. The fax number for this Group is 
(571)273-8300. 

Any inquiry of a general nature of relating to the status of this application or proceeding 
should be directed to the Group receptionist whose telephone number is (571) 272-1600. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications may be obtained from Private PAIR only. For more information about PAIR system, 
see http://pair-direct.uspto.gov Should you have any questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll free). 

/Brian- Yong S Kwon/ 
Primary Examiner, Art Unit 1614 



